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Welcome to this issue of HKPGA newsletters, which include two inspiring articles on 
neuropsychiatric disorders: Parkinson’s disease by Prof. Richard Mindham from a 
historical perspective and Wernicke-Korsakoff Syndrome by Dr. Laura Valzolgher from 
clinical perspective. Prof. Mindham is an old friend of HKPGA and has written an article 
titled ‘The Psychiatry of Old Age’ in the United Kingdom at the September 2001 issue of 
our newsletters. You may visit www.hkpga.org for archives of the HKPGA newsletters and 
make your submission via info@hkpga.org.
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The Shaking Palsy: two hundred years on

Professor Richard Mindham, Emeritus Professor of Psychiatry, 
University of Leeds

“Involuntary tremulous motion, with lessened muscular power, in parts not in action and 
even when supported; with a propensity to bend the trunk forwards, and to pass from a 
walking to a running pace; the senses and intellects being uninjured.” James Parkinson, 
18171. The synopsis of James Parkinson’s An Essay on The Shaking Palsy [Fig. 1] 
painted a vivid picture of the syndrome which was later to bear his name. In his essay 
the description of the clinical features of the syndrome was remarkable for its detail and 
accuracy. He speculated on causes but was cautious in his opinions. He believed that the 
syndrome was likely to be caused by lesions in the medulla spinalis, possibly extending 
to the medulla oblongata in more advanced cases where speech and mastication were 
affected. Parkinson was familiar with earlier writings on conditions presenting with shaking, 
weakness and walking difficulties which had often been regarded as separate conditions. 
In the essay he stressed the slow progression of the disease and the importance of 
studying its development over a period of years. His suggestions for treatment reflected 
the medical practice of the day, including, leeches, purging and bleeding, but none proved 
to be effective. Since his original description, the concept of the ‘shaking palsy’ has been 
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modified in many respects. The syndrome was extended to include rigidity and akinesia 
by the French neurologist Jean-Martin Charcot and it was Charcot who, in his text book 
of 1877, referred to the condition as Parkinson’s disease. Charcot recommended anti-
cholinergic drugs for the treatment of parkinsonism which still have a limited role today.

Parkinson followed his father in the practice at 1 Hoxton Square, Shoreditch, London2. 
[Fig.2] He was very much a part of the local community having been baptised, married 
and ultimately buried at the church of Saint Leonard’s, Shoreditch. [Fig. 3] Parkinson was 
sixty two years of age when his essay was published. By that time he had already written 
accounts of many medical conditions, including hernia, gout, typhoid fever and appendicitis. 
As well as being a recognised authority on geology and palaeontology3, he was involved in 
political initiatives to improve the lot of ordinary people, and ran considerable personal risks 
in writing political pamphlets. In 1785, at the age of thirty, he attended lectures on surgery 
delivered by the eminent surgeon John Hunter which he took down in shorthand. Hunter 
never published his lectures and no records of his notes remain but in 1833 Parkinson’s 
son10, John, who had inherited the practice, published an edited version of the lectures 
from his father’s notes4. The frontispiece to the publication gave James Parkinson’s work 
in geology as his main claim to scholarly recognition. [Fig. 4]

Fig. 2. 1, Hoxton Square, Shoreditch, 1912Fig. 1. Frontispiece, An Essay on the Shaking Palsy
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In 1955 a book was published to mark the bicentenary of Parkinson’s birth5. This book, 
edited by Macdonald Critchley, contained chapters on James Parkinson’s life by WH 
McMenemy, a facsimile of An Essay on the Shaking Palsy, an account of the pathology 
of Parkinson’s disease by JG Greenfield, and a clinical analysis of the ‘paralysis agitans’ 
syndrome by FMR Walshe. All these authors were authorities in the field. This book 
answered many of the questions posed by Parkinson in 1817 which had been clarified by 
the development of new methods of studying diseases of the nervous system, particularly 
their neuropathology. Two types of lesion in the brain stem were identified as being specific 
to Parkinson’s disease: the de-pigmentation of the substantia nigra and, in a proportion 
of cases, the presence of Lewy bodies. There were also lesions in other parts of the brain 
stem and cerebrum. Three major aetiological forms were recognised: the most common 
type, idiopathic parkinsonism, in which the aetiology was unknown; arteriosclerotic 
parkinsonism in which vascular disease underlay the syndrome; and post-encephalitic 
parkinsonism in which the syndrome followed an episode of encephalitis lethargica. Less 
common causes were manganese poisoning, syphilis, and poisoning by carbon monoxide. 
This publication was particularly important because it outlined knowledge of Parkinson’s 
disease at a time when research was about to enter a new era. More recently poisoning by 
methylphenyltetrahydropyridine [MTPT], an occasional contaminant of a drug of addiction, 
has been added to the list, together with drug-induced parkinsonism which is usually 
temporary. A later paper on the diagnosis and pathology of parkinsonism showed that the 

Fig. 4. Frontispiece, Hunterian ReminiscencesFig. 3. St Leonard’s Church, Shoreditch
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number of alternative diagnoses was increasing and that assumptions as to aetiology were 
hazardous6. Many psychiatric complications of the syndrome have also been described7.

After the Second World War methods became available which permitted the study of 
chemicals in the brain thought to be neuro-transmitting agents. Dopamine concentrations 
in the brain stem were found to be reduced in Parkinson’s disease. Changes in the 
concentration of neurotransmitters in the brain were also implicated in some psychiatric 
disorders. It was postulated that 5-hydroxytryptamine was reduced in parts of the brain 
in some depressive conditions and concentrations of dopamine were increased in 
schizophrenia. New drugs effective in treating schizophrenia frequently produced the 
syndrome of parkinsonism as an unwanted effect; indeed it was suggested that it was 
necessary to induce parkinsonism to  obtain the desired clinical effects. New developments 
in research revealed unexpected and little understood links between psychiatric disorders 
and disorders of movement. The finding that dopamine levels were reduced in the brain 
stem of patients with Parkinson’s disease led to a new treatment for the condition; the 
administration by mouth of the dopamine precursor levodopa8. The early reports of 
the effectiveness of this treatment were confirmed and subsequently post-mortem 
examinations revealed that patients treated with levodopa showed evidence of restoration 
of dopamine levels in the brain. Parkinson’s disease is most unusual among medical 
conditions in that an understanding of its pathophysiology led to an effective treatment. 
There were many unwanted effects of treatment, the most dramatic occurring in patients 
who had suffered for years from post-encephalitic parkinsonism, being released from an 
immobile state into a condition akin to mania9. Most studies reported that levodopa was 
more likely to precipitate depression of mood as well as a variety of other psychiatric 
symptoms. Too high a dosage of levodopa in the treatment of Parkinson’s disease leads 
to choreiform movements resembling those seen in Huntington’s disease. Conversely 
patients with Huntington’s disease treated with reserpine or tetrabenazine, both of which 
cause a reduction in brain amines, may develop parkinsonism and depression of mood. 
There have been many reports of dementia accompanying Parkinson’s disease but it has 
been unclear whether this should be regarded as an intrinsic part of the syndrome10. In 
the post-war period there have been three distinct explanations of the finding of dementia 
in patients suffering from Parkinson’s disease: that it was an incidental finding due to 
a new pathology; that it was a form of sub-cortical dementia11; or that it was due to an 
interaction between biological and environmental factors12,13. There is now evidence that 
patients with Parkinson’s disease develop dementia in a substantial proportion of cases 
especially in the later stages of the disease. This has been demonstrated in a number 
of rigorously controlled studies conducted in different parts of the world. After suffering 
from the disease for ten years approximately 40% of patients fulfil DSM III R criteria for 
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dementia and the proportion affected rises with the length of illness and increasing age14. 
The occurrence of dementia reduces life expectancy, and, more surprisingly, the presence 
of depression reduces life expectancy even more15. The story of the ‘Shaking Palsy’ is 
one of the evolution of a disease: the recognition of its main features; elucidation of its 
pathology; study of its epidemiology; the development of a range of new treatments; and 
the description of many associated symptoms, some of which are due to the effects of 
treatment. In more recent years the story has progressed to include knowledge of the 
course and prognosis of the disease, the recognition of many sub-types and related 
disorders, and the finding that Lewy bodies are not specific to Parkinson’s disease. In 
spite of these developments the syndrome of parkinsonism has survived with a central 
group of patients who have a progressive degenerative condition of unknown cause, 
known as idiopathic parkinsonism. The shaking palsy has been the focus of intensive 
research around the world, has stimulated diverse therapeutic efforts and led to a better 
understanding of neurological and psychiatric conditions. We are indebted to Parkinson 
for his contribution to neurology and psychiatry, as well as to medicine at large, achieved 
at a time when research in medicine was almost unknown.
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Biographical note
Richard Mindham is Emeritus Professor of Psychiatry at the University of Leeds. He 
qualified at Guy’s Hospital in 1959 and spent much of his working life in Leeds. In 2004 
he completed a Masters in History and Theory of Architecture. He now lives in Glasgow.

This article has been printed by the newsletter of the Royal College of Psychiatrists’ 
History of Psychiatry Special Interest Group at Issue 5, Autumn 2017, reprint with permission.
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Key Highlights:
Wernicke-Korsakoff syndrome (WKS) is a neurological disorder caused by thiamine 
(vitamin B1) deficiency due to malnutrition in chronic alcohol consumption but also in 
other less recognised conditions that include vomiting, massive weight loss and thiamine 
deficiency nutrition such as cancer, chronic inflammatory disease, prolonged fasting, 
hyperemesis gravidarum and anorexia nervosa. The acute (Wernicke) form is defined 
by the classic triad of symptoms: altered mental status, ocular signs, and ataxia while 
the chronic irreversible syndrome is called Korsakoff’s characterized by amnestic and 
behavioral disorders. Alcoholic and non-alcoholic pathogenesis may be different, with 
mechanism of neurotoxicity is not fully understood but responsive to high dose thiamine 
treatment. Thiamine requirement can differ among different patients, however replacement 
must be early and adequate with high dosage of parenteral thiamine in order to prevent 
progression of brain damage and reverse symptoms.

INTRODUCTION:
Wernicke-Korsakoff syndrome (WKS) is a neurological disorder caused by thiamine (vitamin 
B1) deficiency. Its acute form Wernicke’s syndrome is characterized by the classic triad of 
symptoms: confusion, ataxia, and eye-movement disorders, while the chronic, irreversible 
form results in the amnestic and behavioral syndrome, known as Korsakoff’s syndrome. 
When presenting together, the patient can be defined to suffer from Wernicke-Korsakoff’s 
syndrome. The pathogenesis of WKS is attributed to alcohol abuse or other less known 
causes of nutritional deficits, such as hyperemesis gravidarum, cancer, bariatric surgery, 
hunger strike, soft drink consumption in the pediatric population, anorexia nervosa, or 
inflammatory bowel diseases. While the incidence of WKS is better known in alcoholic 
patients, the occurrence related to other conditions is often underestimated. Also, the risk 
of suboptimal thiamine replacement in WKS either in relation to dose or duration is not 
fully known.

Recognition, Prevention and Treatment of 
Wernicke-Korsakoff Syndrome (WKS): 

An Infrequent yet Preventable Cause of Cognitive 
Dysfunction and Neurological Damage 

Dr. Laura Valzolgher, 
Memory Clinic, Hospital of Bolzano (Italy)
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Description:
Vitamin B1 is required in the Krebs cycle for production of adenosine triphosphate (ATP). It 
is also a cofactor in the production of acetylcholine and certain neurotransmitters. Thiamine 
deficiency is common in chronic alcohol abuse because of the poor nutritional content of 
alcohol as the main source of calories. Moreover, thiamine as a vitamin is not stored in 
the body and without repletion, reserves are consumed in 10 to 14 days. Although the 
exact pathogenesis of neurotoxicity and characteristic of certain brain regions in WKS are 
not fully understood, it is known that administration of thiamine can prevent neurological 
damage. The acute phase of WKS was characterized by Carl Wernicke in 1881, as the 
triad: altered mental status, ocular signs, and ataxia. The chronic phase of WKS, called 
Korsakoff’s syndrome (KS), was described by Sergei Korsakoff in 1887, as an amnesic 
disorder with confabulations. However, alcohol consumption is not the only etiology of 
WKS: conditions like prolonged fasting, anorexia nervosa, or a diet of polished rice are 
also associated with thiamine deficiency. Less well-known causes are parenteral nutrition 
without thiamine in malnourished individuals and formulas without thiamine for babies. 
Other conditions which increase the risk are vomiting or chronic diarrhea, hyperemesis 
gravidarum in pregnant women, obese patients after bariatric surgery, inflammatory 
bowel diseases, or malnourishment in oncologic patients. WKS unrelated to alcohol use 
is more common in relatively younger populations, and WKS appears to be more frequent 
in females compared to males. Early indicators of nonalcoholic WKS are vomiting and 
significant weight loss. Imaging findings associated with WKS include atrophy of the 
thalamus, mammillary bodies and/or periaqueductal gray matter.

Treatment and Outcome:
If undetected or untreated, WKS is progressive and irreversible. Also, negative outcomes 
are associated with undertreatment of WKS with too low of thiamine dose. Oral 
administration of the usual 300 mg of thiamine is not sufficient in preventing WKS for those 
with vomiting and weight loss including pregnant women and infants and children. Some 
authors suggest parenteral thiamine treatment of 300-500mg, three times a day before 
glucose load during the acute phase and until the nutritional deficit has been corrected. 
Studies suggest that the pathology of WKS is different between nonalcoholic and alcoholic 
patients, with the latter requiring higher doses of thiamine repletion. Also, responses 
are variable with some patients requiring relatively higher doses (over 1g of parenteral 
thiamine) and others responding to lower doses. Sometimes other coexisting nutritional 
deficiencies, such as magnesium, folate, or other B complex vitamins, must be corrected 
in order to allow thiamine to function. Intramuscular administration of Vitamin B1 seems to 
have a lower incidence of anaphylactic reactions compared to intravenous administration, 
and oral administration has the lowest risk.
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Conclusion:
Unlike many other forms of cognitive dysfunction and neurological damage, thiamine 
deficiency is preventable and treatable. Increased awareness of WKS and greater 
recognition of early warning signs in nonalcohol-related cases, like vomiting and weight 
loss, should be prioritized. Prophylactic treatment with parenteral thiamine should be 
initiated in those at risk for nutritional deficiency even when WKS is suspected. Treatment 
dose and duration should be adequate in order to prevent irreversible brain damage.
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This is a summary of the research published by the International Psychogeriatrics on 
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COUNCIL NEWS
HKPGA RESEARCH AWARD 2022
The HKPGA Research Award 2022 is now calling for submission until 30th September 
2022. The winner will have the opportunity to present his/her work at the upcoming HKPGA 
meeting and publish a summary for HKPGA newsletters in addition to a cash prize of 
HK$3,800. Please refer to the HKPGA website for the application form and details. We are 
looking forward to your participation! 
https://www.hkpga.org/main.php?id=189

MMMC 2022 CONJOINT SESSION
The Multi-specialty Medical Mega Conference (MMMC) 2022 will be held at the Kerry 
Hotel (Hong Kong) on 3-4 September 2022. Dr. LK Chan, Vice-president of the HKPGA, 
together with the legal and palliative care representatives would share his expertise in 
the session titled “Advance Directive in Practice” on 3rd September 2022 at 13:45-15:15. 
Please refer to the MMMC website for the programme and registration.
https://www.mmmc.hk/

HKPGA ANNUAL SCIENTIFIC MEETING cum 
ANNUAL GENERAL MEETING
The HKPGA ASM cum AGM would be held in hybrid mode at the Hyatt Regency Hong 
Kong and via the online platform on 17th November 2022. Please stay tuned to the 
HKPGA website and email circulation for further details on the programme rundown and 
registration.
https://www.hkpga.org/
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